ONs were synthesized on an Expedite Nucleic Acid Synthesis system (PerSeptive Biosystems) in 0.2 µmol scale.
carried out on an Ultraflex II TOF/TOF instrument from Bruker using a HPA matrix (10 mg 3-hydroxypicolinic acid, 50 mM ammonium citrate in 70% aqueous acetonitrile) to verify the composition of all ONs. mixing. The syringe with the coupling-reagents was attached to the column with the CPG-bound ON with an empty syringe at the other end. The reaction was carried out in an oven at 70 °C where the support was treated with the reagents every 30 min for a total of 4 h. The reagents were removed and the column containing CPGbound ON was washed with a mixture of MQ water and MeCN (1:1 v/v, 4 mL) and MeCN (4 mL). Method 1: Suzuki cross-coupling reaction was carried out after synthesis of the full-length ON followed by cleavage, deprotection and purification of the ON. 4 h reaction time was used for ONs with one modification while 8 h and double crosscouplings were used for ONs with multiple modifications.
Reagents and conditions for Suzuki cross-coupling reactions (ON1-
Method 2: Suzuki cross-coupling reaction was carried out after incorporation of the 5IdU nucleotide. ON synthesis was continued after the Suzuki reaction to furnish the full-length ON, or continued until incorporation of the next 5IdU nucleotide which was then subjected to another Suzuki cross-coupling reaction, etc.
Yields of the ONs were calculated from the maximal yield obtained from a 0.2 µmol synthesis using the absorbance at 260 nm and the molar extinction coefficients of the obtained products. The yield was calculated from the absorbance at 260 nm utilizing the extinction coefficients (ε260 in H2O) for the relevant nucleosides; dA 
